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The Royal Caroline Nedieal Institwie =

Dear Sirs: 75? n,.nﬂLwJ‘MM&‘/QFm

The purpose of this httcr is S0 nowminate for tha lobol Prise for Plvﬁolonm
or Medicine in 1963 Dr, Giegory Pinous, Research Director of the Woreester Founda- “‘*«k
' t3on for w HMelogy, Shxewadury, Nassachmsetts. The discovery en which =3
1 would base this nomination liss in Pincus's working out, along lines original %0@%
with kln of the first pragtisebls orel contraceptive. This has besn duimte(f’f\—,“%

ospt ion buuu gmerally m&r;:.nﬁod oirclas. lowewver, sines Pincus's OQ
pionesr researehss on encvid first becams know $o specialists, several other (za’,) E‘;
orally taken contraceptive preparations, following the aame prinaiples of aestion,

have been devised and offered by ethers. These are to be regarded as variations »\,1
on the same theme and there is as yet no eviderce that sny of them are mmonrobér
all way supsrior te enovid iteelf,
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Nevertheless, there is every reasou to believe that considerabls improve-
mente in processes of manufsetar of eral eomiraceptives, in their mode of appli-
oation, in their precise chemisal eomposition, snd in Vhe incorporation of acoessory
naterials with them ean in time be ashisved. This would greatly decrease the
expense and increase the suitadility of orul eentraception based on the principls
of snovid, for vse in relatively underdeveloped regions. At the present time, the
use of this mods of contraceplion is rapidly incressing in countries having a
relatively high standard of living. Thus it constitutes & major means of attack
on one of the most menacing prodblems of our $ims, the population explosion.

The development and the demonstration of the offiuey of enovid representa
tho culmination of a 1ifetims. During the late M's and early X's Pincus, after
cbtaining his dochorate in Zoeology at Harvard, started in on problems of mammalian
gemetics, reproducstion, and development in general. Oradually he concentrated on
the physiological and then the biochewical processes involved in ovulation, im-
plantation and related phenomena, Begirming in the later 30's and early LO's he
nads pioneer contributions to the distinctive roles and properties of the sterolds.
It was Pincus who in the early kO's was the first to find that a2 stercid hormons,
arising in the adrenmal eortex, is 2bls t0 assist the human organiss undsr stress
sonditions, as in prolonged emergencisa, cold, etc., a finding that was put to
use ww&m Toree during VWorld War II. He also found that sehisophreniss ars
t(mlill normal inddviduals im their production of and reaction to this steroid.
ative
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after cortiscns had been discovered elsevhere, it was found to be a deriv-
of this stervid.)

In the last twpnty years Pincus and his gpoup have made exhsustive physio-
logical studies of the great seriss of related steroids, natural and artificial,
to which the sex hormones also belong. In so doing the roles played by different
chemical groupings was determined. The most outstanding achievement of this studs
has been the development of the first practical oral contraceptive. The pill dee
veloped 48 a combination of two substances, » progestin and an estrosen, zach
';alartad b’yta compmhansi 0 sifting out protess ~cuducted on v multiti e of 20

aroud, ohoalosl variarice.
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Large-scals tests of this medicement have deen oonducted for more Lhan wsix
yoars in Pusrto Rico, Haiti mnd elsevhere, by Pincus in ollaboration with John
Rock, M,D. md a sta?f of field worksrs. These tests have demcnstratsd ths lone-
standing reliability and safety of the mathod, as wall az the mlative insignificunoes
of side sffects. The latter are experimngced by only & relatively small minority of
the participanta and they disappear after the first few monthsg. At the same tinn,
progress that is being made in the msthod of production of the preparatien is givirg
hope that its cost can be greatly reducsd.

Likewise important is the meams for eontavlling menstrual functicn afforded
by the use of thiz progestin-estrogen medisation regime. Extreme ayclic regulerity
is thereby assted; the resuliing eysles tend to Ps fres of pain md are generally
sharagherised by lightness of menstrual flow, Indeed the agents studied are now

_ scknowledged tho best avallable for inhibiting sxeessive bleeding Irom the uterur.

Thus they are novw widely used im the eontrol of dysfunctional flow and in pre-

paring the hemorrhagiec uterus far surgical intervention. Other cuitcomes of the
dmonstiratsd sontvol of uterine funedion have Hheer the use of these agents in the
ocontrol ef endometriosis, in the allsviation of premenstrual tensicun, in pregnaccy
dlagnosins, in the experimenial treatment of certain uterine and oervisal malignancies,
and in both direct and adjuvant therapy of certain vaginal diseases. It mxy be

addod that faorther therspsutic potentislities of the 1%nor steroids and other
progesting are still being explored, and that the sstabdlishment of their physio-
logical effectiveness has opened wide areas for research and study.

A surrienlum vitae of Gregery Pineus is edee included, as wll as a list,
selested by myvelf, of some 80 of his merw $han X0 publications. Hany important
contributions have wndoubtedly been omitted from this liet. :

Regarding Pincua's earlisr werk, his wversstility and originality snould be
euphasised. lis earlier wrk (1921-'51) includesd studies in genstics (mutation ani
inheritance in mios, diabetes inberitance in man), cytology (of different rat
speciss), behavior (tnpim of rodents), reproductive physiology (effect of hermonas
on ovulatisn and pregomicy), snd studies of nammslian egge from stages of maturation
through fertilisation t¢ implautation, Included also were studies cn tisaus cul-
tures (1931), and the first swcossaful in vitwy induction and observation of ovwia-
tien, artificial astivation, fertilisation, and cleavage of mammalian eggs. The
present writer (Muller) has investigated th najor cases of mmmmalian partbaro-
genesis reported by Pinocus and is convinsed of their suthenticity. These researchss
on development were graduslly reduced as Pincus's findings ocpened up further lesds
into tlw hermonal control of owulation and pregnancy, and into the nature and nods
of action of related hormones, preduced by the adrenals. ?This brings us to the
phase of Pincus's researches,discussed at the dbegirning of eur account, that cul-
rinated in his enovid.

In the develogment of this medication we have an instanee whare tLhe achieve-
nent was net purely the result of "eerendipity,” but also of conscicus seeking
with a major objectiw in view. It represeats that simultansous seeking after
truth and the achisvement of major benefit to mankind whish Alfred Nobel was
espacially desirous of fostering.

Yours sinsstrely,

A9 Dnte,

HWIMislh H, J. Muller
ene,



